AMENDMENTS TO THE CLAIMS; 

This listing of claims will replace all prior versions, and listings^ of claims in the 

application: 

LISTING OF CLAIMS: 

1 , (Previously Presented) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier or excipient and, as active ingredient, 
- an acryloyl distamycin derivative of fonnula (I): 

(I) 




wherein: 

Ri is a bromine or chlorine atom; 
R2 is a group of formula (II) 




wherein 

m is an integer from 0 to 2; 
n is an integer from 2 to 5; 
risOor 1; 

X and Y are, the same or different and independently for each heterocyclic ring, a nitrogen 
atom or a CH group; 

G is phenylene, a 5 or 6 membered saturated or unsaturated heterocyclic ring with from 1 to 
3 heteroatoms selected among N, O or S, or it is a group of formula (III) below: 



(III) 
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wherein Q is a nitrogen atom or a CH ffonp and W is an oxygen or siilfur atom or it is a 
group NR3 wherein R3 is hydrogen or €1-04 alkyl; 
B is selected from the group consisting of 



1 2 


NRrR, 

; NRg ; 


NReR, 

^N^^NR, 
H ^ 


H 


H 




H 

N— \ 










— CN 


-NR5R6 . - 


- CONRgRg 


— NHCONRgRg 



I J > 



wherein R4 is cyano, amino, hydroxy or Q-Ca alkoxy; R5, Re and R7, the same or different, are 
hydrogen or C1-C4 alkyl; or a pharmaceutically acceptable salt thereof; and 

a protein kinase inhibitor; wherein said pharmaceutical composition has a synergistic 
antineoplastic effect. 

2, (Currently Amended) A pharmaceutical composition according to claim 1 wherein the 
protein kinase inhibitor is selected from the group consisting of STI571 (Benzamide. 4-f(4- 
methvl-l-piperazinvnmethvl1-N44-methvl'3-rr4-(3-owidinvlV2-pvr imidinvl 1aminolphenvl1-) . 

ZD- 1 83 9 ("4-Ouinazolinamine.N-G-chloro-4-fluorophenvlV7-methoxv-6-[3-(4- 
morpholinvD propQxvl-), OSI-774 ('4-Ouinazolinamine. N-(3-ethvnvlphenv lV6, 7-bis(2- 
methoxvethoxv)-). PKI 1 66 f Phenol. 4- [4-r ff 1 R)- 1 -phenvlethvnaminol -7H-pvrrolor23 - 
d1pvrimidin-6-vll-) . EKB-569 f2-Butenamide.N-f4-f(3-chloro-4-fluorophenvnaminol-3-cvano- 
7-ethoxv-6-quinolinvlM-fdimethvlaminoV.(2EV> . GW572Q16 f4-Ouinazolinamine. N-f3-chloro- 
44(3-fluorophenvnmethoxvnphenvl>6454rr2-(methvlsulfonvnethvl]amino1me thvll-2-furanvl1- 
l CEP 2563 ((3-Alanine.L-Ivsvl-J(9S,10S.12RV2.3.9,10.HJ2-hexahvdiD-10-methoxv-9- 
methvl- 1 -0X0-9. 1 2-epoxv- 1 H-diindolof 1 .2.3-fg: 3\2', 1 ' -kl1 pvrrolor3 ,4-11 Fl .61benzo diazocin- 1 0- 
vllmethvl ester, hydrochloride (1 :2)) , UCN-0 K9. 1 3-Epoxv-l RPH-diindoloF 1 .2.3-gh:3'.2'.r- 
Im ]pvrrolor3.4-iir 1 Jibenzodiazonin- 1 -one.2.3.1 0. 1 1 . 12.1 3-hexahvdro-3-hvdroxv- 1 0-methoxy- 
9-methvl-l l-fmethvlaminoV.f3R.9S.10R.l 1R.13RV>. [[G]]CGP 41251 mhA mBepzamidQ, 
N-r(9S.10R.llR.13RV2.3.10.1 1.12.13-hexahvdro-10-methoxv-9-meth yl-l -oxo-9.13-epoxv- 
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lH.9H-diindolor 1 .2.3-Eh:3^2^r-Im]pv^rolo^3.4-i][ 1 J]benzodiazonin-1 l-vlVN-methvl-\ 
Safingo KKB-Octadecanediol 2-amino-. (2S. 3S)-) . Perifo$in e(Piperidinmin, 4- 
[[hvdroxv(octadecyloxv)phosphinvl]oxv]"Ll"dimethyl-. inner salt) . SU 5416 (2H-indol-2">one, 3- 
[(3.5-diniethvM H-pvrrol-2-vl>methvlene]- 1 . 3-dihvdro-) . CGP 79787 (1 -Phthalazinamine, N-(4- 
chlorophenvl)"4"(4-p yridinylmethyl)-). CP-564959, ZD 6474(4"QuinazQlinamine. N-(4"bromo- 
2-fluorophenyl)"6"methoxvl"7-f(l-niethvl-4-piperidinvl)metho ZD 2171, SU- 
1 1 248{ButM§dioicM4.2^^ 

fluoror-L2-dihvdrO"2-oxo-3H"indol-3-vlidene)methvll"2,4-dimethvl-lH 

(1:1)). Flavopiridol f4H4-Benzopwan-4-one,2-f2-chlorophenvl)-5J-dihvdroxv-84DS.4R)-^ 

hydroxy- 1 -methyl-4-piperidinvl]-) , and CI-202. 

3. (Currently Amended) A pharmaceutical composition according to claim 2 wherein the 
protein kinase inhibitor is selected from the group consisting of STI571 fBenzamide. 4-[(4- 
methyl-l-p iperazinyl)methylVN- [4-methyl"3-[[4-(3-pyridinyl)-2-pyiimidinyl1amino 

ZD-1 839 (4-Qmnazolinamin e. N- {3"ChlorO"4-fluorophenyl)-7-methoxy-6-[3-(4- 
morpholiny D propoxv] A QSI-774 (4-Quinazolinamine. N-(3-ethvnylphenyl)-6. 7'bis(2' 
metihoxyethoxy)-) and SU 54 1 6 (2H-indol-2-one, S-ff 3 >5-dimethvl- 1 H"pyrrol-2-yl)methylene]- 1 . 
3"dihydrO") , 

4. (Cancelled) 

5. (Previously Presented) A pharmaceutical composition according to claim 1 
comprising an acryloyl distamycin derivative of formula (I) wherein Ri and R2 are as defined in 
claim 1 , r is 0, m is 0 or 1 , n is 4, X and Y are both CH groups and B is selected from: 



— CN . — CONRgRg "-NHGONR^Rg 

wherein R4 is cyano or hydroxy and R5, Re and R7, the same or different, are hydrogen or C| "C4 
alkyl 
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6. (Original) A pharmaceutical composition according to claim 5 comprising an acryloyl 
distamycin derivative of formula (I) wherein Ri is bromine, R2 is a group of formula (11) wherein 
r and m are 0, n is 4, X and Y are CH, B is a group of formula 



wherein R5, Re and R7 are hydrogen atoms, optionally in the form of a pharmaceutically 
acceptable salt, 

7. (Previously Presented) A pharmaceutical composition according to claim 1 
comprising an acryloyl distamycin derivative, optionally in the form of a pharmaceutically 
acceptable salt, selected from the group consisting of: 

N'(5- {[(5- {[(5- { [(2- {[amino(imino)methyl]amino)ethyl)amino]carbonyl}-l-methyl-l H- 
pyrrol-3-yI)amino]carbonyl}-l-methyl4H-pyn-oI-3-yl)amino]carbonyl}-l-methyl«lH-^ 
yl)"4"[(2-bromoacryloyl)amino]- 1 -methyl- 1 H-pyrrole-2-carboxamide hydrochloride; 

N-(5- {[(5- {[(5- {[(2- {[amino(imino)methyl3amino}propyl)amino]carbonyl}"l -methyl" 
lH-pyrrol"3-yl)amino]carbonyl}-l -methyl" 1 H"pyrrol-3-yl)amino]carbonyl } 4-methy!-l H- 
pyrrol-3-yl)-44(2"bromoacryloyl)amino]-l-methyl-lH-pyrrole-2-carboxa^^ 

N-(5- { [(5- {[(5- { [(3-amino-3-iminopropyl)amino]carbonyl} -1 -methyl-1 H-pyrrol-3- 
yOaminolcarbonylj-l-methyl-lH-pyn-ol-S-yOaminoJcarbonyll-l-methyl^H-pynrol-S-yl) 
bromoacryloyl)amino]- 1 -methyl- 1 H-pyrrole-2-carboxamide hydrochloride; 

N-(5- { [(5- {[(5- {[(3-aminO""3"iminopropyl)amino]carbonyI } -1 -methyl- 1 H-pyrrol-3- 
yl)amino]carbonyl} - 1 -methyl- 1 H-pyrrol-3-yl)amino]carbonyl }- 1 -methyl- 1 H-pyrrol-3'-yl)"4-[(2- 
bromoacryioyl)amino]- 1 -methyl- 1 H"imida2;ole*2-carboxamide hydrochloride; 

N"(5"' {[(5- {[(5- {[(3"amino-3-iminopropyl)amino]carbony!} -1 -methyH H-pyrrol-3" 
yl)amino]carbonyl } - 1 -methyl- 1 H-pyrrol-3 -yl)amino]carbonyl } - 1 -methyl- 1 H-pyrrol-3-yl)"3'-[(2- 
bromoacryloyl)amino]- 1 -methyl- 1 H-pyrazole-5-carboxamide hydrochloride; 

N_(5_ { [(5- {[(5- {[(3-amino-3-oxopropyl)amino]carbonyl} "1 -methyl- 1 H-pyrrol-3- 
yl)amino]carbonyl} - 1 -methyl- 1 H-pyrrol-3-yl)amino]carbonyl} - 1 -methyl- 1 H-pyrrol-3-yl)-3-[(2- 
bromoacryloyl)amino]- 1 -methyl- 1 H-pyrazole-5«carboxamide; 
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N-(5- {[(5- {[(5- {[(2- {[amino(imino)methyl]amino}ethyl)amino]carbonyl} - 1 -methyl-1 H- 
pyrrol-3-yl)ainino]carbonyl } - 1 -methyl- 1 H-pyrrol-3-yl)amino]carbonyl} - 1 -methyl-1 H-pyrrol-3 - 
yl)-4-[(2-chloroacryloyl)amino]- 1 -methyl- 1 H-pyrrole-2-carboxamide hydrochloride; 

N~(5- { [(5- { [(3 - { [amino(iraino)methyl]amino } propyl )amino ] carbonyl } - 1 -methyl- 1 H- 
pyrrol-3-yl)amino3carbonyl} - 1 -methyl- 1 H-pyrrol-3-yl)-4-[(2-bromoacryloyl)amino]- 1 -methyl- 
1 H-pyrrole-2-carboxamide hydrochloride; 

N-(5- {[(5- { [(3-aniino-3-imitiopropyl)amino]carbonyl} - 1 -methyl-1 H-pyrrol-3- 
yl)amino]carbonyl}-l-methyi-lH-pyrrol-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl-lH- 
pyrrole-2-caiboxamide hydrochloride; and 

N- {5-[( {5-[( {5-[( {3-[(aminocarbonyl)amino]propyl } amino)carbonyl]-l -methyl-lH- 
pyrrol-3-yl } amino)carbonyl]- 1 -methyl- 1 H-pyn-ol-3-yl } amino)carbonyl]- 1 -methyl- 1 H-pyrrol-3- 
yl}-4-[(2-bromoacryloyl)amino]-l-methyl-lH-pyrrole-2-carboxamide. 

8. (Currently Amended) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier or excipient and, as active ingredient, 

. N-(5- {[(5- {[(5- {[(2- {[amino(imino)methyl]araino}ethyl)amino]carbonyl} - 1 -metfayl- 
1 H-pyrrol-3-yl)amino]carbonyl}-l -methyl-lH-pyrrol-3-yl)amino]caibonyl}-l -methyl-1 H- 
pyrrol-3-yl)-4-[(2-bromoacryloyl)amino]-l-methyl-lH-pyrrole-2-carboxamide hydrochloride 

(Brostallicin); and 

- a protein kinase inhibitor selected from the group consisting of STI57 1 f Benzamide. 
4-K4-methvl-l-piperazinvnmethvll-N-[4-methvl-3-rr4-f3-pvridinvl)-2- 
pvrimidinvllaminolphenvll-) . ZD- 1 839 r 4-Ouinazolinamine. N-f 3-chloro-4-fluoror)henvl)-7- 
methoxv-6-r3-f4-morpholinvnpropoxvl-) > OSI-774 r4-Ouinazolinamine . N-f3-ethvnvbhenvl)-6. 
7-bis(2-methoxvethoxv')-') . and SU 5416 r2H-indol-2-one. 3-r(3.5 -dimethvl-lH-Pvrrol-2- 
vnmethvlenel-1. 3-dihvdro-) . 
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9. (Previously Presented) Product comprising an acryloyl distamycin derivative of 
formula (I): 

O 

wherein: 

Ri is a bromine or chlorine atom; 
R2 is a group of formula (II) 



CIO 




wherein 

m is an integer from 0 to 2; 
n is an integer from 2 to 5; 
r isOor 1; 

X and Y are, the same or different and independently for each heterocyclic ring, a nitrogen 
atom or a CH group; 

G is phenylene, a 5 or 6 membered saturated or unsaturated heterocyclic ring with from 1 to 
3 heteroatoms selected among N, O or S, or it is a group of formula (III) below: 



(ill) 



wherein Q is a nitrogen atom or a CH group and W is an oxygen or sulfur atom or it is a 
group NR3; 

wherein R3 is hydrogen or C1-C4 alkyl; 
B is selected from the group consisting of 




7 



H:\workM 868\l 7703\AM EN D\ 1 7 703.ain3.doc 




— CN . — NRgRe . — CONRgRg _ — NHCONR^Rg 
) I f 

wherein R4 is cyano, amino, hydroxy or C1-C4 alkoxy; R5, Re and R7, the same or different, are 
hydrogen or C1-C4 alkyl; 

or a pharmaceutically acceptable salt thereof; and 

a protein kinase inhibitor, as a preparation where the acryloyl distamycin derivative may 
be administered simultaneously with the protein kinase inhibitor or, alternatively, both 
compounds may be administered sequentially in either order in the treatment of tumors. 

1 0. (Currently Amended) The [[P]] product according to claim 9 wherein the protein 
kinase inhibitor is selected from the group consisting of STI57 1 (Benzamide. 4-[(4-methvl- 1 - 
piperazinvltoethvl1-N-H-tnethvl-3-rr443-pvridinvlV2-pvrimidinvl1amino1phenvl1-'> .ZP- 
183 9f4-Ouinazolinamine.N"f3-chloro-4-fluorophenvn-7-methoxv-6-f3-f4- 
mor pholinvDpropoxvl-) . OSI-774 r4-OuinazoUnamine. N-(3-ethvnvlphenvlV6. l-hisd- 
methoxvethoxv)-) , PKI 166 (Phenol 4-r4-rrflR>l-phenvlethvnamino1-7H-pvrrolo[2,3- 
d1pvrimidin-6-vl1-), EKB-569 f2-Butenamide. N-|"4-rf3-chloro-4-fluorophenvnami no l-3-cvano- 
7-ethoxv-6-quinoIinvl1-4-Cdiniethvlamino)-,(2E)-) , GW5720 1 6 (4-Ouinazolinamine, N-[3 -chloro- 
4-.f(3-fluorophenvl')methoxvl1phenvil-6-[5-[ff2-(methvlsulfonvnethvnaminolmethvl1-2-fiiranvn- 
), CEP 2563 fp-Alanine.L-Ivsvl-J(9S.10S.12RV2.3.9.iaiL12-hexahvdro-10-methoxv-9- 
methvl-1 -0X0-9. i2-epoxv-l H-diindolof L2.3-fg:3'.2M '••knpvrrolor3.4-nri.61benzodiazocin-10- 
vllmethvl ester, hydrochloride (1:2)) , UCN-0 U9.13-Epoxv-lH.9H-di indolo ri.2.3-gh:3'.2M'- 
Imlpvrrolor3.4-i1 f 1 ,71benzodiazonin-l -one.2.3, 1 0, 11 , 1 2,1 3 -hexahvdro-3 -hydroxy- 1 0-methoxy- 
9-methvl-ll-(methylamino)-.f3R,9S.10R.l 1R.13R)-) . [[G]]CGP 41251 (S^M mBenzamide, 
N-rf9S.l0RJlR.13R)-2.3.10.11.12.13-hexahvdro-10-methoxv-9-methvl-l-oxo-9.13-epoxv- 
lH.9H-diindolori.2.3-gfa:3'.2'.l'-Im1pvrrolo[3.4-ilfl.71benzodiazonin-ll-vn-N-methvl-) , 
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Safineo lflJ-QctadecanedioL 2-ainino-. (2S. Perifosine (Piperidinium, 4- 
rfhvdroxvfoctadecvloxv)phosphinvnoxv1-l.l-dimethvK inner salO . SU 541 6f2H-iadol-2-one. 3- 
rr3.5-dimethvl-lH-r>vrrol-2-vnmethvlene1-l.3-dihvdro-) , CGP 79787 (1 -Phthalazinamine> N-(4- 
chlorophenvl)-4-f4-pVTidinvlmethvlV) , CP-564959, ZD 6474 f 4-Ouinazolinamine, N-(4-bromo- 

2- fluorophenvlV6-methoxvl-7-r(l-methvl-4-piperidinvl>niethoxvn-) . ZD 2171, SU- 

1 1248 fButanedioic acid. 2-hvdroxv-. (2SV. conipd. withN-|'2-(diethvlaminokthvll-5-r(Z)-(5- 
fluoror-1.2-dihvdro-2K)XO-3H-indol-3-vlidene)methvll-2.4-dimethvl4H-Pvrrole -3-carboxamid^ 
(l:n). F1avopiridoi r4H-l-Benzopvran-4-one. 2-(2-chlorophenvn-5.7-dihvdroxv-8-r(3S.4RV3- 
hvdroxv- 1 -methvl-4-piperidinvlV) , and CI-202. 

1 1 . (Currently Amended) TTie [[P]] product according to claim 10 wherein the protein 
kinase inhibitor is selected from the group consisting of STI571 fBenzamide. 4-r(4-methvl-l- 

piperazinvnmethvll-N-r4-methvl-3-r[4-(3-pvridinvl)-2-pvrimidinvl1aminolphenvl1-) , ZD- 
1839 (4-Ouinazolinamiiie. N-f3-chloro-4-fiuorophenvlV7-me thoxv-6-r3-(4- 
morpholinvDpropoxvl-). OSl-774 r4-Ouinazolinamine. N-rS-ethy nvlphenvD-e. 7-bis(2- 
methoxvetfaoxvV) and SU 541 6 r2H-indol-2-one. 3-f(3.5-dimethvl-lH-pvrrol-2-vnmethvlenel-l. 

3- dihvdro-y 

12. (Cancelled) 

13. (Previously Presented) Product according to claim 9 comprising an acryloyl 
distamycin derivative of formula (I) wherein Ri is bromine, R2 is a group of formula (II) wherein 
r and m are 0, n is 4, X and Y are CH, B is a group of formula 

NReRr 



wherein Rs, Re and R7 are hydrogen, optionally in the form of a pharmaceutically 
acceptable salt. 

14. (Previously Presented) Product according to claim 9 wherein the acryloyl distamycin 
derivative is selected from the group as defined in claim 7. 
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15. (Qirrently Amended) Product comprising the acryloyl distamycin derivative N-[5- 
[[[5-[[[2-[(aminoiminomethyl)amino]ethyl]amino]carbonyl]-l-raethyl-lH-pyiTol-3- 
yl]amino]carbonyl]-l -methyl-1 H-pyrrol-3-yl]-4-[[[4-[{2-bromo-l -oxo-2-propenyl)amino]-l - 
methyl-lH-pyrrol-2-yl[carbonyl]amino]-l-methyl-lH-pyrrole-2-carboxamide hydrochloride 
(Brostallicin), and a protein kinase inhibitor selected from the group consisting of 

STI57 1 (Benzamide. 4-rf4-methvl-l -piDerazinvnmethvl1-N-r4-methvl-3-rf4-f3-pvridinvD-2- 
pvrimidinvllaminolphenvll-) . ZD-1 839 (4-Ouinazolinamine. N-f3-chloro-4-fluorophenvl)-7- . 
methoxv-6-r3-(4-morpholinvnpropoxv1-) . QSI-774 f4-C)uina2olinamine. N-f3-ethvnvlphenvn-6. 
7-bis(2-methoxvethoxvV) and SU 541 6f2H-indol-2-one. 3-rf3.5-dimethvl-lH-pvrrol-2- 
vnmethvlene1-l. 3-dihvdro-) ; as a combined preparation for simultaneous, sq>arate or sequential 
use in the treatment of tumors. 

16. -23. (Cancelled) 

24. (Currently Amended) A method of treating a mammal, including humans, suffering 

from a neoplastic disease state, which method comprises administering to said mammal the 
acryloyl distamycin derivative of formula (I), as defined in claim I, and a protein kinase 
inhibitor, in amounts effective to produce a synergistic antineoplastic effect. 

25. (Currently Amended) A method according to claim 24 wherein the acryloyl 
distamycin derivative is N-[5-[[[5-[|;[2-[(aminoiminomethyl)amino]ethyl]amino]carbonyl]-l- 
methyl-lH-pyrrol-3-yl]amino]carbonyl]-l-methyl-lH-pyrrol-3-yl]-4-[[[4-[(2-bromo-l-oxo-2- 
propenyl)amino]-l -methyl-l H-pyrrol-2-yl[carbonyl]amino]-l -methyl-lH-pyrrole-2-caiboxamide 
hydrochloride (Brostallicin), and the protein kinase inhibitor is selected from the group 
consisting of STI57 1 (Benzamide, 4-rr4-methyl-l-piperazinvl)methvll-N-[4-methvl-3-rr4-(3- 
pvridinvlV2-pvrimidinyllamino1phenvl1-) , ZD-1 839 (4-Ouinazolinam ine. N-(3-chloro-4- 
fluorophenvn-7-methoxv-6-f3-(4-morpholinyl)propoxvl-) , QSI-774 f4-Omna2olinamine, N-(3- 
ethvnvlphenvlV6. 7-bis(2-methoxvethoxv)-) and SU 541 6r2H-indol-2-one. 3-[(3.5-dimethvl-l H- 
pvrrol-2-vl')methvlenel-l . S-dihvdro-y 

26. (Currently Amended) A method for lowering the side effects caused by 
antineoplastic therapy with an antineoplastic agent, in a mammal in need thereof including 
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hum a n s, tihie method comprising administering to said mammal a combined preparation 
comprising a protein kinase inhibitor and an acryloyl distamycin derivative of formula (I), as 
defined in claim 1, in amounts effective to produce a synergistic antineoplastic effect. 

27, (Currently Amended) A method according to claim 26 wherein the acryloyl 
distamycin derivative is N-[5-[[t5-[[[2-[(aminoiminomethyl)amino]ethyl]amino]carbonyl]"l- 
methyl-1 H-pyrrol-3-yl]aniino]carbonyl]"l -methyl-1 H-pyn'ol"3«yl]"4-[[[44(^ 
propenyl)amino3- 1 -methyl- 1 H"pyrrol'-2-yl[carbonyl]amino]- 1 -methyl- 1 H-pyrrole-2-carboxamide 
hydrochloride (BrostalUcin), and the protein kinase inhibitor is selected from the group 
consisting of STI57 UBenzamide, 44f4-methvM-piperazinvl)methvlVN-r4-methvl-34r4-(3- 
pvridinvlV2-pvrimidinvl1aminolDhenvn-X 2D-1 83 9f4-Ouinazolinamine> N-f 3-chloro-4- 
fluorophenvn-7-methoxv-6-[3-f4--morpholinvnpropoxv1-) > OS^774 f4-OuinazoHnamine, N-(3- 
ethynvlphenvD-e. 7-bisf2-methoxvethoxv)-) and SU 5416 f2H-indol-2-one. 34(3.5-dimethvl-lH- 
pvrrol-2-vDmethvlenel- 1 . 3-dihvdro-) , 

28, (Previously Presented) A method according to claim 24 wherein said disease state is 
selected from breast, ovary, lung, colon, kidney, stomach, pancreas, liver, melanoma, leukemia 
and brain tumors. 

29, (Currently Amended) A method of treating metastasis suffered by a mammal, 
including humans, which method comprises administering to said mammal the acryloyl 
distamycin derivative of formula (I), as defined in claim 1 , and a protein kinase inhibitor, in 
amounts effective to produce a synergistic antineoplastic effect, 

30, (Currently Amended) A method of treating tumors in a mammal, including humana 
by inhibition of angiogenesis, which method comprises administering to said mammal the 
acryloyl distamycin derivative of formula (I), as defined in claim 1, and a protein kinase 
inhibitor, in amounts effective to produce a synergistic antineoplastic effect, 

31, (New) The method of treating a mammal according to Claim 24 wherein the 
mammal is human. 
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32, (New) The method for lowering the side effects according to Claim 26 wherein the 
mammal is hximan. 

33, (New) The method of treating metastasis suffered by a mammal according to Claim 
29 wherein the mammal is human. 

34, (New) The method of treating tumors in a mammal according to Claim 30 wherein 
the mammal is human* 
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